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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)13 Responsive to communication(s) filed on 27 February 2004 . 
2a)n This action is FINAL. 2b)l3 This action is non-final. 

3) n Since this application is in condition for allowance except for formal nnatters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) 13 Claim(s) 69-87 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 13 Claim(s) 80-87 is/are allowed. 

6) 13 Claim(s) 69-73 J5,77 and 78 is/are rejected. 

7) 3 Claim(s) 74,76 and 79 is/are objected to. 

8) 3 Claim(s) 69-87 are subject to restriction and/or election requirement. 

Application Papers 

9) 0 the specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)n accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawlng(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) 0 The oath or declaration is objected to by the Examiner, Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (0- 
a)n All b)n Some * c)\J None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attach ment(s) 

1) 3 Notice of References Cited (PTO-892) 

2) CH Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) 3 Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 

Paper No(s)/Mail Date 200402 . 



4) D Interview Summary (PTO-413) 

Paper No(s)/Mail Date. . 

5) [H Notice of Informal Patent Application (PTO-1 52) 

6) □ Other: . 



U.S. Patent and Trademark Office 

PTOL-326 (Rev. 1-04) 
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Part of Paper No./Mail Date 200405 
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DETAILED ACTION 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1. 17(e), was filed in this application after final rejection. Since this application is 
ehgible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 .17(e) 
5 has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. 



10 
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Claims 69-87 are pending and being examined to the extent that they read upon the 
elected species 5-FU and polyethylene glycol. 



Claim Rejections - 35 USC § 103 

Claims 69, 77, 78 are rejected under 35 U.S. C, 103(a) as being unpatentable over Wiley 
(25, cited by Applicants). This rejection is based upon an effective filing fate of June 29, 1995 
for Wiley. Wiley teaches a soluble TRAIL ligand, which is a fragment of a polypeptide 
15 comprising amino acid residues 1 14-281 of SEQ ID NO: 1 as recited in the present claims, as 
indicated below: 



cc Sequence 2, Application US/oe670354 

CC Patent No. 5763223 

CC GENERAL INFORMATION: 

CC APPLICANT: Steven R. Wiley and 

CC INFORMATION FOR SEQ ID NO: 2: 

CC SEQUENCE CHARACTERISTICS: 

CC LENGTH: 2B1 amino acids 

CC TYPE: amino acid 

CC TOPOLOGY: linear 

CC MOLECULE TYPE: protein 

SQ SEQUENCE 291 AA; 32509 MW; 42074 1 CN; 

Query Match 100.0%; Score 1227; DB 2; Length 261; 

Best Local Similarity 100.0%; Pred. No. 7.8ee-109; 

Matches 168; Conservative 0; Mismatches 0; Indels 0; Gaps 
Db 114 VRERGPQRVAAHITGTRGRSNTLSSPNSKNEKALGRKINSWESSRSGHSFLSNLHLRNGE 173 

lllljllllMIMIIIIIIIIIiMIIIIMIMIMIIIMIIIIIIIIIIIIIIIII 

Qy 114 VRERGPQRVAAHITGTRGRSNTLSSPNSKNEKALGRKINSWESSRSGHSFLSNLHLRNGE 173 
Db 174 LVIHEKGFYYIYSQTYFRFQEEIKENTKNDKQMVQYIYKYTSYPDPILLMKSARNSCWSK 233 

llllllltllMIIMIIIIIIIIIIIIIIIIIMIIIMIIIIIinillMIIIIIII 

Qy 174 LVIHEKGFYYIYSQTYFRFQEEIKENTKNDKQMVQYIYKYTSYPDPILLMKSARNSCWSK 233 
Db 234 DAEYGLYSIYQGGIFELKENDRIFVSVTNEHLIDMDHEASFFGAFLVG 281 
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Qy 234 DAEYGLYSIYQGGIFELKENDRIFVSVTNEHLIDMDHEASFFGAFLVG 261, 

fragments of the extracellular domain that retain a desired biological activity (paragraph bridging 
5 columns 4-5), and expression of TRAIL polypeptides in bacterial expression systems, such as E. 
coli, which provides non-glycosylated molecules (column 8, last full paragraph), Wiley is 
evidence that it is routine to characterize proteins in terms of the minimum size required for 
activity. Accordingly, it would have been obvious to one of ordinary skill in the art at the time 
of Applicants* invention to make a fragment of a polypeptide comprising or consisting of amino 

10 acid residues 1 14-28 1 of SEQ ID NO: 1 , with a reasonable expectation of success. One of 
ordinary skill in the art would be motivated to make this modification in order to obtain a 
fragments of the extracellular domain that retains a desired biological activity, namely, 
apoptosis. Wiley also teaches that TRAIL polypeptides may be employed in treating cancer, 
including leukemia, lymphoma, and melanoma (column 18, fiill paragraph 1). TRAIL may be 

1 5 administered in conjunction with other agents that exert a cytotoxic effect on cancer cells 
(column 18, ftill paragraph 3). Wiley is silent with respect to the treatment of blastoma. 
However, a blastoma is a type of cancer. See the present specification at page 12, full paragraph 
1, of the present specification. The examiner uses the present specification as dictionary for a 
definition of the term "blastoma". It would have been obvious to one of ordinary skill in the art 

20 at the time of Applicants' invention to treat cancer, including leukemia, lymphoma, and 

melanoma, with soluble TRAIL polypeptides and fragments thereof, as taught by Wiley, and to 
modify that teaching by treating blastoma, with a reasonable expectation of success. One of 
ordinary skill in the art would be motivated to make that modification in order to induce 
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apoptosis in the blastoma cells and treat the blastoma. The invention is prima facie obvious over 
the prior art. 

Claims 69, 70-73 are rejected under 35 U.S.C. 103(a) as being unpatentable over Wiley 
5 (25, cited by Applicants) as applied to claim 69 above, and further in view of Gmeiner (A). 

Wiley teaches that TRAIL polypeptides may be employed in treating cancer, including 
leukemia, lymphoma, and melanoma (column 18, fiill paragraph 1) and that TRAIL may be 
administered in conjunction with other agents that exert a cytotoxic effect on cancer cells 
(column 18, full paragraph 3), as discussed above. Wiley is silent with respect to administering 
1 0 TRAIL in conjunction with 5-FU. 

Gmeiner discloses that 5-FU exerts a cytotoxic effect on cancer cells (column 4, line 41). 
Gmeiner does not teach TRAIL. 

However, it would have been obvious to one of ordinary skill in the art at the time of 
Applicants' invention to employ TRAIL in treating cancer and administer TRAIL in conjunction 
15 with other agents that exert a cytotoxic effect on cancer cells, as taught by Wiley, and to modify 
that teaching by administering TRAIL and 5-FU with a reasonable expectation of success. One 
of ordinary skill in the art would be motivated to make this modification because 5-FU exerts a 
cytotoxic effect on cancer cells. Furthermore, where the general conditions of a claim are 
disclosed in the prior art, it is not inventive to discover the optimum or workable ranges by 
20 routine experimentation. Accordingly, it would have been obvious to one of ordinary skill in the 
art at the time of Applicants' invention to administer TRAIL and 5-FU either concurrently or 
sequentially. The invention is prima facie obvious over the prior art. 
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Claims 69, 75 are rejected under 35 U.S.C. 103(a) as being unpatentable over Wiley (25, 
cited by Applicants) as applied to claim 69 above, and further in view of Davis (el 5). 

Wiley teaches the treatment of cancer with TRAIL, as discussed above. Wiley does not 
5 teach TRAIL Unked to PEG. 

Davis discloses that coupling of polypeptides to polyethylene glycol to provides a 
physiologically active non-immunogenic water soluble polypeptide composition. The 
polyethylene glycol protects the polypeptide from loss of activity and the composition can be 
injected into the mammalian circulatory system with substantially no immunogenic response. 
10 See the Abstract. Davis does not teach treatment of cancer with TRAIL. 

However, it would have been obvious to one of ordinary skill in the art at the time of 
Applicants' invention to treat cancer with TRAIL, as taught by Wiley, and to modify that 
teaching by linking TRAIL to PEG, as taught by Davis, with a reasonable expectation of success. 
One of ordinary skill in the art would be motivated to make this modification in order to provide 
15 a physiologically active non-immunogenic water soluble TRAIL composition, protected from 
loss of activity and that can be injected into the mammalian circulatory system with substantially 
no immunogenic response. The invention is prima facie obvious over the prior art. 



Conclusion 



20 Claims 80-87 are allowable. Claims 74, 76, and 79 are objected to. 

Any inquiry concerning this communication or earlier communications from the examiner should be directed to 
David S. Romeo whose telephone number is (571) 272-0890. The examiner can normally be reached on Monday through 
Friday from 7:30 a.m. to 4:00 p.m. If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Kunz, can be reached on (571 ) 272-0887. 
25 IF submitting official correspondence by fax, Applicants are encouraged to submit official correspondence to 

the following to 1600 Before and After Final RightFax numbers: 
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Before Final (703) 872-9306 
After Final (703) 872-9307 

Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a non-final 
OR final Office action by facsimile (see 37 CFR 1 .6 and 1 .8). 

Faxed draft or informal communications should be directed to the examiner at (571 ) 273-0890. 

Any inquiry of a general nature or relating to the status of this application or proceeding should be directed 
to the Group receptionist whose telephone number is (703) 308-01 96. 




David Romeo 
Primary Examiner 
Art Unit 1647 



dsr 

May 13,2004 



